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Preslaughter withdrawal period or milk 
discard time means the time after ces-
sation of administration of the spon-
sored compound for the residue of car-
cinogenic concern in the edible product 
to deplete to the concentration that 
will satisfy the operational definition 
of no residue. 

Regulatory method means the aggre-
gate of all experimental procedures for 
measuring and confirming the presence 
of the marker residue of the sponsored 
compound in the target tissue of the 
target animal. 

Rm means the concentration of the 
marker residue in the target tissue 
when the residue of carcinogenic con-
cern is equal to Sm in the last tissue to 
deplete to its permitted concentration. 

Residue means any compound present 
in edible tissues of the target animal 
which results from the use of the spon-
sored compound, including the spon-
sored compound, its metabolites, and 
any other substances formed in or on 
food because of the sponsored com-
pound’s use. 

Residue of carcinogenic concern means 
all compounds in the total residue of a 
demonstrated carcinogen excluding 
any compounds judged by FDA not to 
present a carcinogenic risk. 

Sm means the permitted concentra-
tion of residue of carcinogenic concern 
for a specific edible tissue. 

So means the concentration of the 
test compound in the total diet of test 
animals that corresponds to a max-
imum lifetime risk of cancer in the 
test animals of 1 in 1 million. For the 
purpose of this subpart, FDA will also 
assume that this So will correspond to 
the concentration of residue of carcino-
genic concern in the total human diet 
that represents no significant increase 
in the risk of cancer to people. 

Sponsor means the person or organi-
zation proposing or holding an ap-
proval by FDA for the use of a spon-
sored compound. 

Sponsored compound means any drug 
or food additive or color additive pro-
posed for use, or used, in food-pro-
ducing animals or in their feed. 

Target animals means the production 
class of animals in which a sponsored 
compound is proposed or intended for 
use. 

Target tissue means the edible tissue 
selected to monitor for residues in the 
target animals, including, where appro-
priate, milk or eggs. 

Test animals means the species se-
lected for use in the toxicity tests. 

Threshold assessment means FDA’s re-
view of data and information about a 
sponsored compound to determine 
whether chronic bioassays in test ani-
mals are necessary to resolve questions 
concerning the carcinogenicity of the 
compound.

§ 500.84 Operational definition of ‘‘no 
residue’’. 

(a) On the basis of the results of the 
chronic bioassays and other informa-
tion, FDA will determine whether any 
of the substances tested are carcino-
genic. 

(b) If FDA concludes that the results 
of the bioassays do not establish car-
cinogenicity, then FDA will not sub-
ject the sponsored compound to the re-
mainder of the requirements of this 
subpart. 

(c) For each sponsored compound 
that FDA decides should be regulated 
as a carcinogen, FDA will analyze the 
data from the bioassays using a statis-
tical extrapolation procedure. 

(1) For each substance tested in sepa-
rate bioassays, FDA will calculate the 
concentration of the residue of carcino-
genic concern that corresponds to a 
maximum lifetime risk to the test ani-
mal of 1 in 1 million. FDA will des-
ignate the lowest value obtained as So. 

(2) FDA will consider that ‘‘no res-
idue’’ of the compound remains in the 
edible tissue when conditions of use of 
the sponsored compound, including any 
required preslaughter withdrawal pe-
riod or milk discard time, ensure that 
the concentration of the residue of car-
cinogenic concern in the total diet of 
people will not exceed So. Because the 
total diet is not derived from food-pro-
ducing animals, FDA will make correc-
tions for food intake. FDA will des-
ignate as Sm the concentration of res-
idue of carcinogenic concern that is 
permitted in a specific edible product.

§ 500.86 Marker residue and target tis-
sue. 

(a) For each edible tissue, the spon-
sor shall measure the depletion of the 
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